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AB The present invention relates to a pharmaceutical composition in aqueous 
solution form 

useful for parenteral application to a subject for treatment or prevention 
of an infective disease. In particular the present invention relates to 
such a composition having as an active agent, e. .g. , 

S - (-) -9-fluoro-6, 7-dihydro- 

8- (4 -hydroxypiperidin-l-yl) -5 -methyl -1-oxo-lH, 5H-benzo [i , j ] quinol izine- 2- 
carboxylic acid or S- ( -) -9-f luoro-6, 7-dihydro-8- (4 -hydroxypiperidin-1 -yl ) - 
5-methyl-l-oxo-lH, 5H-benzo [i, j ] quinol izine-2-carboxylic acid arginine salt 
(I) or a benzoquinolizine-2-carboxylic acid. Thus, a solution contained I 
0.9 and L-arginine 0.30 g, and water for injection qs to 100 mL. 
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CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6 , 7-dihydro-8- (4- 
hydroxy-l-piperidinyl) -5 -methyl -1-oxo- (9CI) (CA INDEX NAME) 
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hydroxy-l-piperidinyl) -5 -methyl - 1 -oxo- , (5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CN 1H, 5H-Benzo [ij ] quinolizine-2 -carboxylic acid, 9-f luoro-6, 7-dihydro-8- (4- 
hydroxy-l-piperidinyl) -5-methyl -1-oxo- , (5R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 



Me 




F 



RN 306302-57-8 CAPLUS 

CN 1H, 5H-Benzo [ij ] quinolizine-2 -carboxyl ic acid, 9-f luoro-6 , 7-dihydro-8 - (4- 

hydroxy-l-piperidinyl) -5-methyl-l-oxo- , hydrate (5:1), (5S)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. Rotation (-) 
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CN L-Arginine, mono [ (5S) -9-f luoro-6, 7-dihydro-8- (4 -hydroxy- 1-piperidinyl ) -5- 
methyl-l-oxo-lH, 5H-benzo [ij ] quinolizine-2 -carboxylate] (9CI) (CA INDEX 
NAME) 
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CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6, 7-dihydro-8- (4- 
hydroxy-3 -methyl -1-piperidinyl) -5 -methyl - 1 -oxo- , (5S)- (9CI) (CA INDEX 
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CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6 , 7-dihydro-8- (4- 
hydroxy-1 -piper idinyl) - 5 -methyl - 1 -oxo- , hydrate (5:1) (9CI) (CA INDEX 
NAME) 
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CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6 , 7-dihydro-8- (4- 
hydroxy-1 -piper idinyl) -5 -methyl -1 -oxo- , hydrate (5:1), (5R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 720684-26-4 CAPLUS 

CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6, 7-dihydro-8 - (4- 
hydroxy-l-piperidinyl) -5 -methyl -1 -oxo- , monosodium salt, (5S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB The invention relates to topical compns . of an antibacterial 

benzoquinolizine-2-carboxylic acid, incorporated either as the single 
therapeutic ingredient in hitherto undescribed pharmaceutical compns., or 
as an ingredient in novel combination with at least one agent selected 
from a retinoid, an antifungal agent, another antibacterial compound and/or 
a steroidal/nonsteroidal anti-inflammatory agent. Processes for preparation of 
the compns., the use of the compns. and a method of therapeutic or 
prophylactic use of such a composition for the treatment of dermal, ophthalmic, 
otic and nasal infections, with or without attendant inflammation are 
disclosed. Thus, a gel contained RS- (+) -9-f luoro-6, 7-dihydro-8- (4- 
hydroxypiperidin- 1 -yl ) - 5 -methyl - 1 -oxo- 1H , 5H-benzo [ i , j ] quinol iz ine-2 - 
carboxylic acid 1.00, Carbopol 1.20, NaOH 0.112, diethanolamine 0.36, 
disodium edetate 0.10, sodium sulfite 0.05, and water qs to 100%. 
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CN 1H, 5H-Benzo [ij ] quinol iz ine-2 -carboxylic acid, 9-f luoro-6, 7-dihydro-8- (4- 
hydroxy-l-piperidinyl) -5 -methyl -1 -oxo- (9CI) (CA INDEX NAME) 
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CN 1H, 5H-Benzo [ij ] quinol iz ine-2 -carboxyl ic acid, 9-f luoro-6, 7-dihydro- 8- (4- 
hydroxy-l-piperidinyl) -5 -methyl - 1-oxo- , (5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Absolute stereochemistry. 
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CN 1H, 5H-Benzo [i j ] quinolizine-2 -carboxyl ic acid, 9- f luoro-6 , 7-dihydro-8 - (4 - 

hydroxy- 1-piperidinyl) -5 -methyl -1-oxo- , hydrate (5:1) (9CI) (CA INDEX 
NAME) 
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RN 720684-22-0 CAPLUS 

CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6 , 7-dihydro-8 - (4- 
hydroxy- 1-piperidinyl) - 5 -methyl -1-oxo- , hydrate (5:1), (5R) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. Rotation (+) . 
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APPLICATION NO. 
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US 2003-671040 
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The invention relates to the new arginine salt forms of 
RS- (±) -9-f luoro-6, 7-dihydro-8- (4-hydroxypiperidin-l-yl) -5 -methyl -1-oxo- 
1H, 5H-benzo [i, j ] quinolizine-2-carboxylic acid, S- ( -) -9-f luoro-6, 7-dihydro- 
8- (4-hydroxypiperidin-l-yl) -5 -methyl -1-oxo-lH, 5H-benzo [i , j ] quinol izine-2 - 
carboxylic acid (I) , R- ( + ) - 9-f luoro-6 , 7 -dihydro-8 - (4-hydroxypiperidin-l- 
yl) -5 -methyl -1-oxo-lH, 5H-benzo [i, j ] quinolizine-2-carboxylic acid, a 
process for their preparation and pharmaceutical formulations which comprise 
those arginine salt forms as the active ingredient for its use in treating 
microbial infections. I was suspended in acetone, and this suspension was 
mixed with L-arginine and water. The mixture was stirred at 55-60° 
to obtain a clear solution and to this solution was added activated carbon and 
the solution was filtered. To the filtrate was added acetone, and the 
reaction mixture was stirred for an addnl . for 2 h at 30-35°, and 
then allowed to cool to 5°. The obtained solid was filtered and 
washed with acetone. The wet solid was dried at 80-85° to afford 
the L L-arginine salt hydrate, as a cream 
colored powder. 
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371246-52-5P 396132-50-6P 627891-14-9P 
627891-18-3P 627891-20-7P 627891-23-0P 
627891-25-2P 627891-29-6P 627891-31-0P 
627891-34-3P 627891-36-5P 627891-38-7P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of crystalline fluoroquinolone arginine salts for 
pharmaceuticals) 
RN 306302-67-0 CAPLUS 

CN L-Arginine, mono [ (5S) -9-f luoro-6, 7-dihydro-8- (4 -hydroxy- 1 -piperidinyl ) -5- 
methyl-l-oxo-lH,5H-benzo[ij]quinolizine-2-carboxylate] , hydrate (4:1) 
(9CI) (CA INDEX NAME) 
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CMF C19 H21 F N2 04 



Absolute stereochemistry. Rotation (-) 
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CN 1H, 5H-Benzo [ij ] quinolizine-2-carboxylic acid, 9-f luoro-6 , 7-dihydro-8- (4- 

hydroxy-l-piperidinyl) -5 -methyl- 1-oxo- , (5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CN 1H, 5H-Benzo [ij ] quinolizine-2 -carboxylic acid, 9-f luoro-6, 7-dihydro-8- (4- 

hydroxy-l-piperidinyl) -5-methyl - 1-oxo- , (5R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6, 7-dihydro-8- (4- 
hydroxy-1 -piper idinyl) -5 -methyl -1-oxo-, hydrate (5:1), (5R) - (9CI) (CA 
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Absolute stereochemistry. Rotation ( + ) . 
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PRIORITY APPLN. INFO.: WO2002-IN123 20020528 

AB The invention relates to the new arginine salt forms of 

RS- (±) -9-f luoro-6, 7-dihydro-8- (4-hydroxypiperidin-l-yl) - 5 -methyl -1-oxo- 
1H, 5H-benzo [i , j ] quinolizine-2-carboxylic acid, S- ( -) -9-f luoro-6 , 7-dihydro- 
8- (4-hydroxypiperidin-l-yl) -5 -methyl -1-oxo-lH, 5H-benzo [i, j ] quinol izine-2 - 
carboxylic acid, R- (+ ) -9-f luoro-6 , 7-dihydro-8 - (4-hydroxypiperidin-l-yl) -5- 
methyl -1-oxo-lH, 5H-benzo [i , j ] quinolizine-2 -carboxylic acid, a process for 
their preparation and pharmaceutical formulations which comprise those arginine 
salt forms as the active ingredient for its use in treating 
microbial infections. Thus, S- (-) -9-f luoro-6, 7-dihydro- 

8 - ( 4 -hydroxypiperidin- 1 -yl ) - 5 -methyl - 1 -oxo- 1H , 5H-benzo [ i , j ] quinol iz ine-2 - 
carboxylic acid (I) was treated with L-arginine in acetone solution to give 
the I arginine salt. 
IT 306748-89-0P 627891-29-6P 627891-34-3P 
628705-85-1P 628705-87-3P 628705-88-4P 
628705-89-5P 628705-90-8P 628705-91-9P 

628705- 94-2P 628705-96-4P 628705-98-6P 

628706- 00-3P 

RL: PRP (Properties); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ,- PREP (Preparation) ; USES (Uses) 

(preparation of crystalline fluoroquinolone arginine salts) 
RN 306748-89-0 CAPLUS 

CN L-Arginine, mono [ (5S) -9-f luoro-6 , 7-dihydro-8- (4 -hydroxy- 1 -piperidinyl ) -5- 
methyl-l-oxo-lH, 5H-benzo [ij ] quinolizine-2 -carboxylate] (9CI ) (CA INDEX 
NAME) 

CM 1 

CRN 154357-42-3 
CMF C19 H21 F N2 04 

Absolute stereochemistry. Rotation (-) . 



HO2C 




F 



CM 2 

CRN 74-79-3 

CMF C6 H14 N4 02 
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Absolute stereochemistry. 




RN 627891-29-6 CAPLUS 

CN L-Arginine, (5S) -9-f luoro-6, 7-dihydro-8- (4 -hydroxy- 1 -piper idinyl ) - 5 -methyl - 
1-oxo-lH, 5H-benzo [ij ] quinolizine-2 -carboxylate (3:2) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 154357-42-3 
CMF C19 H21 F N2 04 

Absolute stereochemistry. Rotation (-) . 



HO2C 




F 



CM 2 

CRN 74-79-3 

CMF C6 H14 N4 02 

Absolute stereochemistry. 




RN 627891-34-3 CAPLUS 

CN L-Arginine, mono [ (5S) -9-f luoro-6, 7-dihydro-8- (4 -hydroxy- 1 -piper idinyl ) -5- 
methyl-l-oxo-lH, 5H-benzo [ij ] quinolizine-2-carboxylate] , monohydrate (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 154357-42-3 
CMF C19 H21 F N2 04 

Absolute stereochemistry. Rotation (-) . 
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Me 



H0 2 C 




F 



RN 154357-42-3 CAPLUS 

CN 1H, 5H-Benzo [ij ] quinolizine-2 -carboxylic acid, 9-f luoro-6 , 7-dihydro-8 - (4- 
hydroxy-1 -piper idinyl) -5 -methyl -1-oxo-, (5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



HO2C 




F 



RN 160961-35-3 CAPLUS 

CN 1H, 5H-Benzo [ij ] quinol izine-2 -carboxyl ic acid, 9-f luoro-6, 7-dihydro-8- (4- 

hydroxy-l-piperidinyl) -5 -methyl- 1-oxo- , (5R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 



Me 




F 



=> d his 
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LI STRUCTURE UPLOADED 

L2 4 S LI 

L3 91 S LI FULL 
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L4 98 S L3 

L5 94 S L-ARGININE SALT? 

L6 1 S L4 AND L5 

L7 169980 S CRYSTALLINE FORM OR POLYMORPH? 

L8 2 S L4 AND L7 

L9 3 S L6 OR L8 

L10 1653 S MICROBIAL INFECTION? 

Lll 2 S L4 AND L10 

L12 4 S L9 OR Lll 



